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Orange Book: Active Ingredient Search Page 1 of 1
Active Ingredient Search Results from "Rx" table for query on “ciprofloxacin.”
Appl TE Active Dosage Form; Proprietary .
No Code RLD Ingredient Route Strength Name Applicant
020780 No ||CIPROFLOXACIN For Suspension; 250MG/5ML |[CIPRO BAYER
Oral PHARMS
020780 Yes||CIPROFLOXACIN |IFor Suspension; {500MG/5ML |ICIPRO BAYER
Oral PHARMS
019847 Yes||CIPROFLOXACIN |/Injectable; 10MG/ML CIPRO BAYER
Injection PHARMS
019857 Yes||CIPROFLOXACIN |Injectable; 200MG/100ML||CIPRO IN BAYER
Injection DEXTROSE |PHARMS
5% IN
PLASTIC
CONTAINER
020369 Yes|/CIPROFLOXACIN (|Ointment; EQ0.3% CILOXAN ALCON
HYDROCHLORIDE ((Ophthalmic BASE
019992 Yes ||[CIPROFLOXACIN ||Solution/Drops; EQ 0.3% CILOXAN ALCON
HYDROCHLORIDE ||{Ophthalmic BASE
019537 No |[CIPROFLOXACIN |Tablet; Oral EQ 100MG CIPRO BAYER
HYDROCHLORIDE BASE PHARMS
019537 No ||CIPROFLOXACIN !ITablet; Oral EQ 250MG CIPRO BAYER
HYDROCHLORIDE BASE PHARMS
019537 No |[CIPROFLOXACIN |iTablet; Oral EQ 500MG CIPRO BAYER
HYDROCHLORIDE BASE PHARMS
019537 Yes |[CIPROFLOXACIN {[Tablet; Oral EQ 750MG CIPRO BAYER
HYDROCHLORIDE BASE PHARMS
020805 Yes |[CIPROFLOXACIN Suspension/Drops;|[EQ 0.2% CIPRO HC ALCON
HYDROCHLORIDE; ||Otic BASE;1%
HYDROCORTISONE
021473 Yes |[CIPROFLOXACIN; (ITablet, Extended |212.6MG;EQ (ICIPRO XR BAYER
CIPROFLOXACIN | Release; Oral 287.5MG PHARMS
HYDROCHLORIDE BASE
021473 Yes |[CIPROFLOXACIN; |Tablet; Oral 425.2MG;EQ ||CIPRO XR BAYER
CIPROFLOXACIN 574.9MG PHARMS
HYDROCHLORIDE BASE
021537 Yes|[CIPROFLOXACIN; |Suspension/Drops;!|0.3%;0.1% CIPRODEX |[ALCON
DEXAMETHASONE iOtic
Thank you for searching the Electronic Orange Book
Return to Electronic Orange Book Home Page
http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 12/18/2003




Orange Book: Active Ingredient Search Page 1 of 1
Active Ingredient Search Results from "Rx" table for query on "levofloxacin."
Appl TE Active Dosage Form; Proprietary .
No Code RLD Ingredient Route Strength Name Applicant
020635 Yes||LEVOFLOXACIN||Injectable; EQ LEVAQUIN IN ORTHO
Injection 250MG /50ML  |[DEXTROSE 5% {IMCNEIL
(5MG/ML) IN PLASTIC PHARM
CONTAINER
020635 Yes |[|[LEVOFLOXACIN|linjectable; EQ LEVAQUIN ORTHO
Injection 500MG /20ML MCNEIL
(25MG/ML) PHARM
020635 Yes!||[LEVOFLOXACIN|/Injectable; EQ 500MG LEVAQUIN IN ORTHO
injection 100ML/ DEXTROSE 5% |[MCNEIL
(5MG/ML) IN PLASTIC PHARM
CONTAINER
020635 Yes|[LEVOFLOXACIN|jinjectable; EQ LEVAQUIN IN ORTHO
Injection 750MG /150ML ||[DEXTROSE 5% |{[MCNEIL
(5MG/ML) IN PLASTIC PHARM
CONTAINER
020635 Yes ||LEVOFLOXACIN||Injectable; EQ LEVAQUIN ORTHO
Injection 750MG /30ML MCNEIL
(25MG/ML) PHARM
021199 Yes ||[LEVOFLOXACIN|[Solution/Drops; (|0.5% QUIXIN SANTEN
Ophthalmic
020634 No [[LEVOFLOXACIN|[Tablet; Oral 250MG LEVAQUIN ORTHO
MCNEIL
PHARM
020634 No ||LEVOFLOXACIN|Tablet; Oral 500MG LEVAQUIN ORTHO
MCNEIL
PHARM
020634 Yes |[LEVOFLOXACIN|Tablet; Oral 750MG LEVAQUIN ORTHO
MCNEIL
PHARM
Thank you for searching the Electronic Orange Book
Return to Electronic Orange Book Home Page
http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 12/18/2003



Orange Book: Active Ingredient Search Page 1 of 1
Active Ingredient Search Results from "Rx" table for query on "trovafloxacin.”
- Dosage .
Appl TE Active ) Proprietary .
No Code RLD Ingredient Form; Strength Name |APPlicant
Route
020759 No |[TROVAFLOXACIN Tablet; Oral {EQ 100MG TROVAN PFIZER
MESYLATE BASE
020759 Yes|TROVAFLOXACIN Tablet; Oral [|[EQ 200MG TROVAN PFIZER
MESYLATE BASE
Thank you for searching the Electronic Orange Book
Return to Electronic Orange Book Home Page
http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 12/18/2003



CIPRO®

{ciprofioxacin hydrochloride)
TABLETS

CIPRO®

(ciprofioxacin®)

oproficacn with thecphyline decreases e tearance of theophyfine n devated
mmmm@m:mmvutsuwwm o
decreases caffesne dearance and rrhubes the aftes caffane adm, (Ses }
mmmmmmﬁsdmm(wmm;mm {sngle and multipls dose) forms
opoboacn ndcite that plasma concentrabons of oprofiaxaon are manmme)nM
10 young adults. Although the Cog, 15 mcreased 16~40%, the ncrease s mean AUC 5 approamately
least attnbuted o decreased renal dearance € the eiderly BWMMSM&Z:L)Wh
Tthe eiderty Gfferences are not consadered chnacally signdicant. (See
lnmmmmmuwﬁdmsmwmnmﬂmﬁmu
requred (See DOSAGE AND ADMINISTRATION }

ORAL SUSPENSION n Stucbes 11 pIDents with Stable chron: iver crThasss, no Sgriicant danges n oprofioaon phanmaccknetes
have been rved. The kinedcs of Oprofieace o padents with Jcute hepadic Nsufficency. however, have not boan
08358082 83 tully etuodated .
DESCRIPTION Microdiclogy: Ceprofioacn has o1 vitro actnaty agasst 2 mde range of gram-negatve and ram-pastive Macroorganisme.
CIPRO® mmmmnmmmmqm Om&swmmsyvmmbmdw\m The bactencdal achon of profiaxacm results fiom niibvbon of the enzymes Wwpoesomenase 1 (DNA gyrase) and
agents for oral admensstraton. Gprofioxacs hydroghonds, hionde memmmumwmmm muwmnnim, The mechanesm
monaftydrate sait of 1-Cycloprogyt-6-fluoro-1, hh‘ryﬂm«m)-%(lvouzmy{)— l:mflrsaranny of acton of fh 3, 15 different trom that of pereclin
lowsh o Sight cystaline substance weh 2 molecutar  wesght 3858 s empincal formula s mmmum mwmmﬁdmmumn
FHyaf Ny ardnsmundsmmmszsl‘dms fiacn and other q Msm cross-resistance between dproficacn and other classes of
annmmbns In varo to ap n siowty by mufipie step mutabons.
a cumnmamsyumhsmmwanxw The mocutum soz has Rtk effect whon testd o1 vibe. The
E_~ COOH mmm(mmmmmmmmmmmmmmwnm
a factor
/ \ i l 1'HCH‘IO Oorwmammsbemsvmbb:m ! oSt strass of the folowng mecroorganesms, both #1 virp and  clrecal
H N mmorsasoc:moeammmulmulimthMtyOPﬂO(qmﬂm
L/ N hydrochionde) Tablets and CIPRO (oprofiaxaan”) 5% and 10% Oral Suspension.
Aerublic gram-positive microorganisms
Corofioann s 1-Cydopropy-6-1u0r- 1. 4-dltydro-4-axo- 7-1-pperanmyl)- 3-qanolnecarboxylic aod. fts empincal formuta Erteracoccus faccaks Mm“‘“’lmwm)
and 5 molecutar 53314 Nsa o substance and s cherrecal Staphylococcus awews (methiclin-susceptble strans only)
sc,,u,{:,g, wesgnt tanty yefiowssh to bght yollow crystaiine Stapnyiococcus epadermsdss (mettuclin-susceptble srans only)
[o] y
Streptococcus prewmonae (pencain-susceptble strans ony)
F . COOH Stregtococcus gyogenes
7\ ’I Asrobic gram-negative microorganisms
HN . Campylotaacier peyury Proteus murabdes
\ / N Cayobacter aversus Proteus vugares
L Enterobiacter doacae Provdenca starti
Eschencha cok Pseydomaras aernignosa
OPROlim-coztedtzbbsnmhbhmIOOmzsow 500 mg and 750 mg | n jent) g Haemopteiss nftuenzae Saimoneda typiv
Ciprofioxacin tablets are white to shghtly yetiowish The stactive ingredents ars comstarch. mecrocrystalme celuiasa, Haemoptehss parawiuenzae Serrata marcescens
sicon diande, stearate, Stanium dicoade. polyetttyiens glycol and water. Ketriella prevmonae Shoeds boydk
(IpmfnmlOriSWxsznhﬂenS%(Sgapmnnimmum10%(1ngcrpmﬂumm1mmL) Moraxeila catarhales Stgeka
o 1S 3 whits 1o 3l favor wiuch may NmWWbW Shupeka
wﬂmnmedvopkt nsoomposedolumoﬂuummncapsulsmcﬂuemmmmmmmrm 13 gononhoeae Shegeda sonner
despensing (See mstruchons for USEHANDUNG) The of the susp have the fo g Ciprofixacin has been shown 1o be active against Baous aifracrs both 1 vitroand by wse of serum levels as 2 surrogate
Microcapsules - oprofloxacn, powidone, methacrysc 30d copolymer. hyp ) steasate, and marker (s2e INDICATIONS AND USAGE and INHALATIONAL ANTHRAX - ADDITIONAL INFORMATION).
Polysordate 20. The toliewing o vitro data are avasabie,
Dduent - medrum-cham inglycendes, sucrose, lectfun, water, and strawberry favor. Oprofloanin extubds 1 vito trtory cong {MiCs) of 1 L or less agastst most (2 90%) strans
* Does not comply with USP wih regards I “loss on drying” and “resdue on igrebon” ggtommmmb:nwmsm eﬂbmnnsso apro nmvucﬁnulmemmsdwm
CUNICAL PHARMACOLOGY Aerobic gram-positive AHcrvorganisaTs
Amwmcvrwomnqmasmwnmsmdywm d from the tract after oral Staphytococrus haemolyticus
The absoiute 7U%wnhnosuustzmdbsbyﬁrs! metabobsm Stphylococcus homaes
n SEFum CoMe am!aruundermemmalesrmnmmanfovme mg to 1000 mg Streptococcus peeumonae (pemclln-reszstant strans only)
doamnqa Masimum Ao Asrodic gram-negative microorganisms
Acmetobacter fwotfi Pasteurefla mustooda
Dots Serum Concentration Under Curve (AUC) Aeromonas Mydrophita Samoneda %
(mg) (ngimt) (ug-teAnd) Edwardsets rta Vo chokerae
250 12 48 Enterotiacter aerogenes Vitnio pardfaemoly s
00 24 16 Ketsieha axytoca Vibno vuinficus
750 43 202 Legroneda ppeurnaphia Yersawa enterocobdcz
1000 54 3038 Most strams of Burkhokdera cepaca and some strans of Senorophomonas maXnp/ekd are reststant 10 aprofioacn xS
Mapomum serum concentraions are attamed 1 to 2 hours after oral dosing. Mean concentrabons 12 hours aiter dosing are most anagrote bactena, mcluding Bacterowdes fragdks and Costrdbum diffice.
with 250, 500, or 750 mg are 0.1, 0.2, and 0.4 pg/mL. respectively. The serum ebmmnanon half-ife in subjects with nocmal Susceptibifity Tests
renal tunchon s appraamately 4 howrs. Serum INCTESSE Prop y with doses up 10 1000 myg. DHlution T Q

A 500 myg oral dose given every 12 hourshasbeenshowntoproducemmunderﬂnsemmconcemnonnme
o

{MICs) msemvapmsmmsmwmmmmmumnummmmc;mm

curve (AUC) that p nfusion of 400 mg ciprofioacn grven over 60 mawtes 5S¥K) 3 prwemm are based on a dédubon method? (broth o agar) or
MrylZmnAMmamdoscgmmrythomshasbeensﬂmtopmdmmM}Cm with and rdeed cone of op powder. The MIC
tnlmxpmduczdbymm'm:snﬁ&onolmnvgmmanmmrylhounAMmuomdosemum valusshouidbememmleaamrﬁmtomlmm
n 2 o, imar to that observed with a 400 mg [ V. dose A 250 mg oraf dose given every 12 hours produces an For testng aerobic microomg other than H; } i and A
AUC equrvalent 1o that produced by an infusion of 200 mg ciprofiaxacn grven every 12 hours. gonorrhoeae®
Steady-state Pharmacokinetic Parameters m‘é“‘“mu
F g Multiple Oral and LV. Doses 2 lmusmmmm" n
Parameters 500 mg 400 mg 750 mg 400 mg 24
qIZ PO QI LV qIZ PO 8h, LV *These swterpretive x only to dil ep y tests with streptococo using
AUC (ugehe/mi) 1370 127¢ 3160 329¢ cavon-adjusted Mw&e:-ﬂmwmmZé%Mmm
Crvas {50/} 297 456 359 407 For testing # mifluenzae and >
W gom MIC (ugmt) Interpretation
SAUC 24h=AUCq 13 X 2 s Suscephble  (S)
SAUC 24h-AUCo g x 3 'lhsmrpmmmmSapdabhmfymbmm crodil ests with and
Test Medrum.

Distribution: The biding of pOAm@CN t serum protems s 20 1 40% wiuch 15 not likedy © ba fugh enough to cause
significant proten bading wterachons with ather drugs.
After oral 5 widely (i  throughout the body. Tissue concentrations often exceed
mmmsnmmm“mmnqmdm g the prostate. Cip N 1§ present
nmloﬂnnmsam and bronchwal secretions, mucosa of the muss,wummsmusuﬁunmnm
pentoneal fud, mdpmsuicseam(}pvdbam alsg been detected i ung, shan, tt, musde, cartitage, and
bone. The drug diffuses nto the ud (CSF), however, CSF concentrabons are generally less than 10% of
wmmmmlmmawommmmmmﬂunmmmmmmmmm
L Four have been nmnmmmmozmmnlwwommmﬁ%oian
The metabolites have antimecrobial zctrvity, but are less active than wnchanged aprol
Excretion The serum elimination halt-ife in sutyects with normal renal funchon s lhoun \pp#
40!11SO%MMMW@MMSMInMemnmmeM:ﬁOmwmume
mvunnmsmauononmmnwwm deum-umeﬁmmmusamemmutwqunLn
amlzmmdosno unnary s vwtualy withet 24 hours after dosing. The
renal dearance of ap whches mm!/mmamdsn‘emmnl firation rate of

memmmdemmns;vsmdemmm‘&mm'mm
MIC resuits suggestive of 2 "nonsuscepbble” category shoukd be y for further lesting.
For testing Nevssera ponorrhoeaes

MIC (ug/mb) interpretation

<006 Susceptble  (S)

012-05 Inermedtate 2

21 Resistant )
¢ Thvs interpretive standard s appficable onty to agas dubon test with GC agar base and 1% defined growth supplement.
Ampunol'Susmpuble ndxctes that the s mmmmummuvmlmpmmnmm
gt " ndicates that-the resuft should be conadered
ncally teasble drugs. the test should be
- Mnmmmmamsmymﬁgﬁmm
or 1 sAuations where high dosage of dneg can be used. Thes category also prowdes a budfer rone, winch prevents smal

techmeal

s nat fikely 1o be nhibrted ¢ the andmicrobral compound n the bicod reaches the concentrations

lzowmmgmmummuemmphyamnﬂamm Co

of probenecd with aprofloxacn results in about 2 50% reduction 1 e aprofiaxacin renal dearance and a 50% ncrease

nnswmmnﬂrmmmm Althaugh tue concentrabons of aprofimacn are several foid fvgher tan
senum concentratons after oral dosing, only 2 smuall amount of the dose adaurustered s recovered from the bie as

unchanged drug An 3ddibonal 1 10 2% of the dase 1S recovered from the brile n the form of metabolites Approxmatety

Nmﬁ%dmmmnm&mm@swﬂmSmnlmThsnuymmumerbﬁry

of bansmniestnal elimunabon.

wm-nnl:dmmsmumaﬂnmdose grven as 10 mb of the 5% CIPRO Suspension (contanng 250 mg

Us o the 500 mg tablet A 10 mL volume of the S% CIPRO Suspension (contaning
t0 2 5 mb volume of the 10% CIPRO Suspenswon (contamng 500 mg

/Sml) s

Dm4mmndnn:WthlPﬂﬂTaMsummmmmmmd Msaddzynmzbsorpbmmme
Tug, resuting 1 peak concentrabons that occur closer 10 2 hours after dosng rather than 1 hour whereas thers 1S na
ey when CIPRO s goven wath food memabsomonMClPROTmlamClPROstpdsm
Aowever, 5 nat y aftected. The of ¢ pven as the are aso not affected
by food. Concurrent of antacds o y
hmhnmdwmﬂcmnb;zsmma%(&emmmﬁ)

The serum cong of m darole were not altered when these two drugs were given
concomaanty

de may reduce the

actwevable, other therapy should be selected.

Standardized susceptibiity st procedures require the use of taboratory control microorganssas 1o control the tectrwcal
aspects of the laboratory procedures. Sandard cprofiaacn powder should provde the followang MIC values:

Organism MIC fugAml)

£ tecas AICC 29212 025 -20

£ cob ATCC 25922 0004 - 0015

H miverzae* ATCC 49247 0004 - 6.03

N gonomhosae® ATCC 49226 0001 - 0008

P ervginos3 ATCC 27853 025 - 10

S aureus ATCC 29213 01z - 05

* This quality control range 15 abh(umwnnmmmenmmnmby:mommo&mmmdmm
HaermpmlusfslMedlum(

* Miss quality control range s appbable to only N gonarioeas ATCC 49226 tested by an agar divbien procedure using GC
Squlem

aozlhaseammdehnedqum
Otth Technb ethods that requrre of zone a!sarrumempmduobk
esunmesdmembmowmnmmmood ds One such 2 requires the use
Thes procedire uses papes disks 9 with S35 Sip N o test Te
ﬂmanoiwmnnmwslowmm




Reports trom the taboratory resufts of the standard sngle-disk suscepbbiity test with 2 5-ug aprofioacm disk
should be nterpretad according to the fodlowang crema.

For testing ae{obu. mie v other than H. lus nfluenzae Haemophius para and Nerssera
Lape Diameiny {mm) Interpesiation
20 Suscepoble )
16-20 imemmedats (1)
s15 Resistant )

* These rone dameter standards are apphcadle onby 1o tests perfarmed for streptococs using Mueller-Hinton agar
supplemented with 5% sheep biood ncubated 0 5%

For testing Hasmop! fuenzas and Haemop f

Lope Dameter (mm) interpretation
b¥al Susceptible (S}
* Thes 7one diameter standand s appbcable ondy W tests with H. s ik, and Haemop! paranfl

wsing Haemophskes Test Medmn {(HTM)?
The cumrent absence of data on resctant strans preciudes defing an n:suns other than ~Susceptible™ Strams

z:m mne diameter results suggestive of 3 “nonsusceptible” category shoud be d 1o a reference L Y
For m Nasonz gonorrhoeae ©
Zope Dameter {mm) Interpeetation
24 Susceptble  {S)
28-40 Intermedsate 32
<27 Resstant }

< Thes 7one diameter standard & appicabie only to dsk diffusion tests with GC agar base and 1% defined growth supplement.

Interpeetabon should be as stated above for resuits using diubon techmques. Imespretabon nvoives comreiation of the
dameter obtaned 11 the disk 1est with the MIC lor cprofioaon.

Tmmmmmmmwmnmdmmmmmmmdmmm
ndicate that a t0n produced by Clostxium Aok s ane pamary quse of “antbwobe-gssoaated cols. *

Afer the dhagnasss of pseudomembaancus colifrs has been

dnug chrucally eflective aganst C diffice cobrs.
Achiles and othes tendon ruptures that required suipcal reparr or resusted 0 projonged disability
oprofioacn and gther quinolones. Poast-marketng survesifance reports indicate that the sk be ncreased m
pabents recenang concomutant comdcosterods, espectatly m the eiderly Qproflaacn shoud "'?smm:n
pabent expenences pam  rdlammaton, or rugture of a tendon.
Dploﬂmmmwmmmmmnmmmdswmkwawammnﬁwmu
short penods of Bme To Teat gonorhea may mask of delzy the symptoms of mcubating syphdis. ARl padents wah
ymnmwamoolclzstm(sypfisnmcnnn!dwm&smmmummmum
serofogic test for syphiss after theee morths.

PRECAUTIONS
Ganenat: Crystals of aproficxacn have been observed rardy m the wne of human subjects but more nte

PHARMACOLD! 0

mrmmnmmummmmmhnmmmdmwm
. nCudmg aprodaacn, My aiso cause central nervous system (CNS) events, REIVOLENESS,

nsonmmay meum(&ewmﬁs Information for Patients, and Orog )

Afteration of the dosage regimen s necessary for patents with imparment of renal function. (See DOSAGE AND

ADMINISTRATION }

A 10 severe ph 1ty as an exagQevated sunburm reachon has been observed in pabents who are

exposed to direct sunlight whle recenang some members of the quinolone dass of drugs Excessve sunbight should be

avoded. Therapy should be descominued d phototoacty occurs.

As with any patent drug. penodic assessment of organ system tuncbons, indluding renal, hepatic, and hematoposetic

function, & advisable dunng prolonged therapy

As with standardized diubon techniques, ditfusion methods requure the uss of Y contro ¥ that are
madmmdmwmmdm Y For the dith techmique, the 59 n drsk
should provade the fod g zone ¢ n these Y test quaidy control strans:

Oreanem Zope DRmewr (mm)

£ cobf ATCC 25922 30-40

H nfluenzaet ATCC 49247 -2

N gonarrhoeae® ATCC 49226 48-58

P aerygnosa ATCC 27853 5-3

S aureus ATCC 25923 2Z2-%

+These quality contral Emits are applicatie to only H mffuenzae ATCC 49247 testing using Haemuophius Test Medium (HTM)2
* Thess quaity control kmuts are applicable only to tests conducted with ¥ ganormhoeae ATCC 43226 pertormed by disk
dittusion using GC agar base and 1% defined growth supplement.

INDICATIONS AND USAGE
CIPRO & ndicated for the treatment of infections Caused straws of the TUCTOON nthe
condibons isted delow. Please see DOSAGE AND ADM TION for specific recommendabons.

Urnary Tract caused by £5¢ colr, Ketxsieda pr Entzrotacter Cloacae, SeITata MITesCens,
Proteus maraddes, hmwmummhmmmeuw Carobacter freundh, Psewdomornas
" prophyDCus, of Enterococous faecalls.
munr.umlhmMhlemlummWMEwlmWwW(Submf

AND ADMINISTRATION )

Chronie Bactertal Proxtatitts caused by £schencha cofi of Profeus muabies.

Lowser Respiratory [ract Infections caused by Eschencha cof, Klebsieda poeumonsae, Enterobacter doacas, Proteus
frid } < o, o o

for Patientx

Pabents should be advsed

-mgntoﬂomnwbcnmhntnawmmnusmdmdmkmw nmmmcamm
with artacxds o Videx®

tzoietsmpedlam:powoa mmmmmmmmummmmmm
bemmmnmwumumMummammmpmmmmmumwwm
(ke milk or yogurt) or caloum-fortified juices done since of m2y be
however cwmmmmmzmﬂmmﬂn&pmm
= that cprofloacn may be assocuted with rsensvity reachons, even following 3 singie dose, and o discontnue the
drug at the first sign of 3 skan @sh or other reachon.
1o avord excessive sunhight or artficral ultraviolet ight whiie recenang ciprofioaan and to descontinue therapy d
phototoxicty occurs
* o dhsconinue treatment. rest and retram from exercese; and afon ther physician f they expenence pan, nfamynghon,
ocnmmredammon
- that aprofk and . panents should know how they react to thes drug
Defuremeyopemamammhumuwammnmwmmnmmwmm
y of caffese acx

« that oiprofioxacn may mcrease the eftects of heophykine and cattene. There s 2
when products contaning cafteme are coasumed while talong quanolones,
- tha convutsions have been reported n pahents . snchuding cprof
belofemnqmsamqﬂmmsznmryoim«sunmm
Drug interactions: As with some other quinalones, concument
loelenledsenmwmmmnsdmwomlmm

30, 2nd 1o notdy thesr physactan

of cprofioxacn with heaphyline may lead
dnsdmwmmnmmsmmnnausad

muabess, P Haer preumonae prolongaton
Also, ¢ tor the of acute exx of chronic nsk of theophylkne-retzted adverse reactons (S&WMHI‘GSMWM@WD:M serum levets of
NOTE. Althaugh cﬂecw:mcﬁmal trals. ciprofloxacin «s nat a drug of first charce in the of or phyttine shauld be and dosage made as Zpprop
Y Some . inctuding cipH have also been shown 1 nterfere with the metaboksm of caftene. Thes may
Sttt ™ ... . of M p kadmrcduceddmoicaﬂmanﬂammgznmmnswmmmnm
Sdn 2nd Sidn Structure Infections caused by Eschenchia ool & & daacae, Proteus Concurrent ola including cprofioxacn, wih et cabon P such as
mmh&ﬁvtwmmhwdmaamya%. (= [« treunds, F g anaods, Videx® (di c tablets or padianc pawder, or products
S e e ooms S Sy T e o2t U AR ATON b e S s o o
Bone and Joint Infections caused by Erterobacter cloacae, Serrata o Ps est or
izt v (ssed m with by Hestamene Hy—eceptor antagorusts appear to have no sgruficandt effect on the bicavadabity of aprofioxacn.
aerugnosa, Proteus mwabdss, Kebsieta preumonge, or Sacterodes fragts. (See DOSAGE AND ADMINSTRATION } Altered serum evets of phenyton (increased and decreased) have been eportsd i pabents recenang CONCOMVIN cprolicxacs?.
infectfous Dtarthes caused by Eschencha cob strams) ter jeper, Shwgella boyd?, Shagella The ¢ auon of op with the sulfonyturea gtyb has. on rars occasions, resufied n
dysenterae, Shigeila flexnen or Shagela sonnest when antibactenal therapy © indicated. severe ypoglycemia
Typhold Fever (Enteric Fever) caused by SaimoneRs fypht. Some . ncuding N, have been assocraied with transent elevabons m serum credtinee g patients
NOTE: The efficacy of cipruficxacin it the erachcabon of the chiomc typhowd camer state has not been demonsirated. chdmomm_"m‘m
Uncomplicated cervical and urethral gonorrhea due to Netssena gonorhoeae 0 nduding cip an mmmneammmmmamoda’mmmwuas
dervatives Whenmeseproduasan cone pr me or other sutable coagutabon tests
antheax (post Ta reduce the madence of progs ol disease fo ] 10 aergsolized should be closety mortored. ’
Bacitrs Pmbeneudmeﬂemsmmrmdnmmrmebondwmnonmmmmmmmnmmamn

Ciprofioxacin serym concentrabons Mmhmsumuasunwmmmmmmmdympcw’nm
benefil and provide the basss for thes mdicahon.* {See aso, IRHALATIONAL ANTHRAX ~ ADOTIONAL INFORMATION).
1Although of nfe: due 1o this orgar xnmsoruansystemdemmedwhalysgmﬁwammom,
efficacy was studied in tewer than 10 pabents.

# anaerotc organsms ase suspected of contibuting 1o the infechion, appropnate therapy should be admanestered
Aopmpamanmt:ldstsmmmnyutssnoddbepeﬂommwmwmmuﬂmmuammwmmmwmsms
caursing irfechon and to Therapy with CIPRO may be mdiated betore resutts
mmmmmmmmmmummmummmmmhmmmo&

some strans of awmnwmmmmvamumowm
Cutture and testing pei jurng therapy will provide nat anly on the
mmmmmmammmmmmmemmamum

CONTHAINDICATIONS

CIPRO (cprofioaan 10 persans with a hestory of hypersensénty to ciprofioxacn of amy

tydr
mwdwmcﬂsdmm

HA 10N
mwmmmmhmnmum

eamnadon of the wexit-beanng joints of these dogs revealed permanent lesons of the cartiage. Related quenolone-class
drugs also produce erosons of cartitage of wexgiit-beanng jonts and ather signs of arthropatity n immature aumals of
vanous speces {See ANIMAL PHAAMACOLOGY )

¥ isons, wtracramal . and toac psychosts have been reported m pabents recenng qunolones,

the serum This should be considered d pabents are ] .
Renal tybular transport of methotrexate may be mhibded bycmmrrm otcp By leatkng
10 ncreased plasma levels of methotrexate. nmmwmmmmmmmmmmmm
Theretore, patients under methotrexate therapy shoukt be carefully monstored when concomutant cprofiaacn
mdicated.

Metoclopramide accelerates the absarption of oral aprofioxacn resuitng i shorter tme to reach maoamum plasma
concentrations. No effect was seen on the bioavalabity of aprofioacn.
Anwal stidies have shown that the combaanon of very high doses of quinciones and certain non-steroxddl ant-nffammatory
m‘mmwmmmmm
L i of Fertility: Ggit m witro mutagencity tests have been conducted with
c-profbxam and the test results ae fisted below
rosome Test (Negatve)
EwﬁDNARepauAsszy(Nemw)
Mouse Lymphama Cef Forward Mutabon Assay (Posdtrve)
Chnese Hamstes V-5 Cell HGPRT Test (Negative)
Synan Harmster Embryo Cell Transtormabon Assay {Negatrve}
Sacctaromyces cerevisiae Pont Mutabon Assay (Negatrve}
Saccharomyces cerevisae Mitotic Crossover and Gene Conversion Assay (Negative}
Rat Hepatocyte DNA Repair Assay (Pogatve)
This. 2 of the 8 tests were posiive, but results of the following 3 #7 vivo est systens gave negative resufts
Rat Hepatocyte ONA Repait Assay
Maonucleus Test (Mice)

nduding aprofioxacn. alsna.usewm—almvwssystzm( ) events ncluding: dzon:

tremors haltucnations, depression, and, rarely, sucxdal thoughts or acts These reactions may occw followang e first
dose If these reactons occur n panems recening oproficxacn, the drug shouid be discontinued and appropnate
measures instityted As with alf quinolones ciprofioxacir should be used with cauton m patients with known or
suspecled CNS disorders that may predispose to sezures of lower the sewzure threshold {e g. severe cerebral
artenosclerosts, epdepsy), of i the prcsence of gther nsk factors thal may 10 seizures of lower the sewzyre
threshold (e certam drug therapy renal dysfuncbon) {See - General, information for Patientx, Drug
intaractions and ADVERSE REACTIONS )

SERIQUS AND FATAL REACTIONS HAVE BEDN REPORTED 1N PATIENTS RECEIVING CONCURRENT ADMIMISTRATION
OF CIPROFLOXACIN AND THEOPHYLUINE. These reacbons have sciuded cardac amest. sequre, status eprlepbcys, and
mmmyhdummmwwmmmmbmmmdmmwhmwm the
y that these d bty cannot be d Mc use cannot be
Fvouded xmmmdmﬁwwummﬂmwwmndummawm
&mmdmsmdymhmmm(xwmc)mmgwmmmwwm have been reported

0 patents recenang qunolone therapy Some rEachons we cartfiovascutar cobapse 10ss of CoNSOOUSNEss
mmemmmmmman&walmMMz dhypersmsmmy
reactons. Sencus anaplrylactc s fequire Y with epmephnne.

Terouds, and arway d should be 2 das

were related to cprofiaxacn cannot be exciuded Ci should be
fash or aty other sgn of hypersensitivty
Mmmmwmmm«mmmwan Miam including diproflaxacin, and may
ranga in severity from miid to bite- [ ] n consader n patients who present
with dtarthes mbnquembmmhhzﬂmdwml aoenh

o~

0 Lethal Test (Mice)
W!mwmmemmﬂanmwmmmmwmmmwoddmdmmtm)m
250 mg/kg (rats) were adrunistered for up 1o 2 years, there was na evidence that opr n any can
tumongenic effects m these speces.

Results from phota co-caranogematy testing mdicate that oprofioxacm does not reduce the tme to appearance of
UV-nduced skin tumors as conyared fo vehrcde controt Hairless (Skh-1) mece were to UVA bgitt for 3.5 hours

ﬁveumesmrz:mwzdskxupmﬁvedsﬁﬂamﬂybumaﬂmm Th!'"!l"

of the first tumors was 50 weeks in mice treated concomiantly with UVA and cmmfhnrm {mouse dose
res human dose based upon mg/Y), as 10 34 weeks when anaTait

wmmmmmmuv»\wm The bmes to development of skun humors 16-32 weeks n muce treated

concomftantly with UVA and other qusnolones ¥

In ttus madel. mice treated wath ciprofloxacin alone did not develop skin or systemic tumors. There are no data
from simitar models using prgmented mice and/or fully hared muce. The chimcal significance of these findings 1o
humans 1$ unkngwn
Femurym:soenom\edmmsnomldussolapmﬂononmm!wnW(nsnmmnomwmw
human dose of 1200 mQ based upon body surface area) revealed no evidence of imparment.

Preg: y T Eftects. Preg: Category C-

There are no and wedl d studres 1 pregs menmdpmmmm

vath G use dunng pregnancy by TERIS — meiemoqallrﬂununmsmcm - conduded hat Therapeutx: doses
teratogensc

dunng pregnancy are unikely to pose a substantial sk (quantity and quality of data<tar), but the data are
nsufficent to state that there s no nsk”

Awmronmmmmmgmbﬂmﬂmwurnwewosalmmnmmnm\es(szs%wwaﬂb
oprofioxacn and 68% frst P dunng ?in vtero exp dumg




d with mcreased nsk of magpr matformabons. The reported 13tes of major congenta
w!mhwmmmzmmumm(mmmmmm
fomaons 15 1-5%) Rates of Y and low bicth wesght did not differ between the groups and
mwmmwmmwmumumnummm
praspecinve folow-up study repored on 549 pregnancies with Auoroquancione exposure (3% first mestes
expasures} ? There were 70 aproficaan expasures. 31 withn the first timester. The malformanon rates amaong ive-bom
batwes exposed 16 ¢ and I fuor i overal were both withi background mcdence ranges. No specific
pattems of congenrtal abnormalibes were found The study did not reveal any cleas adverss reachons due to i tero
eposure 1 cprofioaan
Noanumzsnumsof,wenummy spmw\eomabomors or buth wexyimt were seen i women expased
2 However these small postrnasketng epdemology studies, of whech most expenence s
rom short term first trunester exposure e sisuthoent to evakuaie the nsk for less common defects of in permut reiable
and defiriive concusions regarding the satety of oprofloxacn o pregnant women and therr developeg fetuses.
wmmwmmmmmmwmmmm,mmmmmmmmw
mothes (see WARNINGS)
chrmmmstm-smnbempemmnednrmmdmceusmooaldoscsuctomOlig(OSmOJnmcsme
maemum daly human doss based upon body surtace area, and have revealed no evidence of harm 1o the

embryoos

OVERDOSAGE
Inﬂnmﬂdxmammmmlmmwmmmmm&Thzsmmacnmb,
by muwmmmmmmmmm and gven
or um ¢

g Iaads whach
O’W‘“’““"‘W‘"O'Wv&m:

emptied by eduang

ncuding monstonng of renal funcbon and aon of mag
reduce the absomption of aproficxacm. Ad hyd: must be
{< 1W)smmmmmmmmmpemmmm

Sigle doses of cprofinaan were retatively non-tooc via the oral routs of admarestyahon n mece, rats. and dogs.

nCluded ad cyanaszs m both rodent
sgndicant mortaity was seen af doses Cprofimaan > 2500 moAg.

Mortaity was detayed m these arwmais, occumng 10-14 days after dosing.

in meee rats, abbrs and dogs, WMWmW:WmOWﬁMde

uproManlﬁammm

DOSAGE AND ADMIMISTRATION
CIPRO Tablets and Ord S should be orally as descnded w1 the Dosage Gudelnes table.
The determunanon of dosage for any parbcudar pabent must tike Nnto considerabon the and rature of the necton,

)

fetus dua to Moacn. In rbbas, op M (30 and 100 mg/kg onrlly} produced g
mnmwmwmmmdm mnnommoommymohszmnmm

mmdm&sww . no matemal toxcdy was produced in the ratdt. and no
embr o was (¢ }
Mutsing Motherx: Oprofioacn s excreted m human mitke The amount of cprofioxacan absorbed by the nursag nfant s
unknown Because ot the potentiy for senous adverse reachans i mnfants nursng from mothers tkang cpvofimaon, 4
decrsion should be mare whether %0 diSCONbMue AUrsNg of 10 Giscontnue the dsug. talong o account the knportance of
the ¢rug to the mother.
Pedialric Use: Safety and effectrveness wr pedaine patents and adolescents less than 18 years of age have not been
estabhshed, except f0r use n nhatzbonal aIntvax (post-exposwe) Cproficacn causes arthvopathy n rvendle anermals.
(See WARMNINGS )

the susc y of the causatve organssm, the integrty of the panent's hast-defense mectansms, and the status of reral
mmmmmmuum

The duration of treatment depends upon the seventy of mfection Themnldums”o“czyshmbr
mmmwnplumdmbcousmomgo‘amedmwmbemumﬁ should be

least 2 hours befors of 6 hours 3l mmmmmmquw,
chewable/butlered tablets or pedatne powder tor oral solution, o other products contaning ckaum, 1on or Bnc.

mmmanmmmm(mawm)mmmmmmm of
aprofioaon o pedane pavents Foe ot
(post-exposure), see DOSAGE AND ADMINISTRATION and INHALATIONAL ANTHRAX - ADOITIONAL INFORMATION
Slm-tmszfcwomhwnasmmnpedmrqmﬁuossmaum In 2 randomzed, doubie-bEnd
cblljtldlorme of acie p
recenved cprofoaon LV manoseqShbcmmeyuomﬁonmmmﬂMmqlzhm
complete 10-21 days treatment and 62 padents recetved the ¢ of LV. 50 mg/gy q8h and
tobramyen LV 3 mgAg/dose q8h for a total of 10-21 days. Pabents less han 5 yeass of age were not studied. Safety
mwmmmesnny-ﬂ-ﬂedznod range of maton and gat
oamwers. Pabents were followed for an average of 23 days afler completing treatment {range 0-93 days) Thes shudy was
not desagned B determmne long term effects and the safety of repeated exposure to aprofiaxacan,
In the study, Kyecbon st reachons were more common 11 the cprofioxaan group (24%) than m the companson group
{8%) Other adverse events were amslar n nature and frequency between treatment armes. Muscul
wese eported 1 22% of the padents n the cprofioxacn group and 21% n the companson group. Decreased range of

mohon was reported m 12% of the subects n the cprefioxacn group and 16% m the P
Wmtﬂo!mmnmwmﬁmngmmﬂ%mmeco«wmgmw wl;lwmns

arthates of the knee nine days after 3 ten day course of with ¢ n Clucal sy
MmMlemmmmmermmmmmr However, the o

thes event to the patent’s course of an can g be
ﬁnmsmydmmnmmmsmdmarmmchseasepm
&dmlhzlnammmmnmdﬁm«mbmwmmmmdwmmmmmmm
3500 25% of pabents were greater than of equal to 65 years of age and 10% were greater
mznotemnlmTSywsu 8. No overalt differences n safety of effectveness were
and younger subects, and other reported chmcal e has not i m

etderly and younger patents, but gredter sensrvity of some older mdmduals on any drug theragy @nnot be nded out.
Cprofloxacn s known to be substantally excreted by the ladney, and the nsk of adverse reactons may be greater m
mmmmmmmmwotmswmmwmmn%ywsolaoemm
normal renal funchon  Howeves, smce some older individuals expenence reduced renal function by virtue of therr advanced
age, care should be taken m dose selection for elderty panents, and renal funchon montonng may be usehdl m these
panents. {See CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION )

ADVERSE REACTIONS
Durey chnecadl with ocad and opr 49,038 patients recesved courses of the drug. Most of the
adverse events reporied were described 25 ondy muld Of Moderate i seventy abated soon aRter the drug was dscomnived,
and required no treatmest. Ciprofioacn was discontinued becatsse of an adverse event m 1 0% of orafly treated padents.
The most trequs reported druy related events, trom chimcal traais of all formutations, alf dosages, alt drug-therapy
duratons, and for all ndicons of Oprofloxacn therapy were nawsea (2.5%), dasrhea (16%), kver funcbon tests abnormal
(13%). vomiing (1 0%). and rash (1 0%)
Addtonal medically imporiand events that occummed in less than 1% of oprofiexace: patents are bsted befow
BODY AS A WHOLE. headache, abdommal pasnvdrscomtort, foot pan, pam, pan in exiremites, mection sie reachon
{aproflocon itravenous)
CARDIOVASCULAR: paiprtation, atnal {flutter, venitncular ectopy, syncope hypertension, anguna pectons, myocardial
sntarchon. cardiopuimonary arrest, cerebral mmmbosxs phlebss, tachycardia, rigrame, hypatension
CENTRAL NERVOUS SYSTEM. hallycinahons. Mmanic
weaction, omumlny hernor atanaa, convulsive seizures, lethacQy, drowsiness, maluness malarse, anoreaa,
phatva, um qrand md convutsion
(MSTROINTEST\NM;WMWM( . dy . i bleeding,

cholestatic gundice,

HEMICA YMPHATIC: ., petecha

IEVABOUUMHRmONALMW Ipase mcrease

MUSCULOSKELETAL arthraigra or back pam, jort stiffness, achuness, neck or chest pamn, flare up of gout

RENAL/UROGENITAL mvierstitial nephtzs, nephatis, renal fadure, polyuna, unnary retenon, urethral bleeding. vaguuts,

aogoszs, breast pan

RESPIRATORY dyspnea, epestaas, taryngeal or p

emboksm

SKINHYPERSENSITIVITY mma.mn.pnmosumty flushang, fever, mkarwoam.eo:molmem

neck, bps. conunctnae o hands, ¢

SPECIALSENSESumedvsmdsmmedvmn(mmmkrpemmm mwmdﬁm&) decreased

visual acurty, diploia, eye pam, tndus, hearng loss, bad taste chromatopsa
lnmnmmmmum«mmmmmwmmbkmmm
wnhvdsdnoﬂwﬁupmasamﬁmuqlwm apofiaacn.

chnica traks L tablets {500 mg 8iD) to ceturoxime axetd

QSﬂm smmalmmnmm(anmmmnmmmmm:ymn . cprofioxacm
gemonstrated a CNS adverse event profide comparabie to the control drugs

y edema, g ysis, bronc y

DOSAGE GUIDELINES
infection Type or Severity Unit Doss freqoency Usssl Derationst
Umnary Tract Acute Uncomphkcated 100 mg or 250 mg qiZh 30ays
Mikd/Moderats 250 mg qi2h T 14 Days
Severe/Complicated 500 mg qizh 7w ¥4 Cays
g pedainc dosing in nhalabonal anthrax Chvone Bactenal Mi/Moderate 50 mg qi12h 2803
Prostats
R y Tract Ml 500 mg qizZh Tt014
n cystc fibrasss pabents (ages 5-17 years). 67 pavents Severe/Complicated 750 mg q12h 7mum
Acute Snusts A 500 mg qi12h 10days
Sian and MildModerate 500 mg q12h T4
by treatment-biinded Sian Structure SevereTompicated 750 mg q1Zh Tto14 %
Bane and Jont MikdModerate 500 mg qi2h 24106 woeks
Severe'Comphicated 750 mg Q12h 24w 6 weeks
oskeietal adverse events imtra-Abdommai” Comphcated 500 mg ql2h 7to 14 Days
Qroup. Artraiga was Infectious Darrhes Ald/\ /Severe 500 mg qiZh St 7 Days
Typhoud Fever A 500 mg q12h 10 Oays
Urethra ang Cerwcal Uncomphcated 250 mg sngie dose single dose
larfy since pabents with Cysbc &
Inhalahonal anthrax Adutt 500 mg q12h 60 Days
(post-exposure)”
Pedatne 15 mg/kg pes dose, q12h 60 Days
observed between these subects nol to exceed
between the 500 my per dose

“ ysed m comunchon with metronsdazole
1 Generafty ¢ 1n should be for at least 2 days after the signs and symptoms of nfection have
, except for anthrax (past-exposure).
* = Drug admastrabon should begn as soon s possible after suspected or confirmed expasure.
Thes indicabon s based on a endpum. L smxmu-- Mnhummn'y
ilcfywpmdmmlbmefm‘hra 0 vanous human
o0 INALATIONAL ANTHAAX - ADDIIONAL WFORBATION . "
Patients whose therapy 1 started with CIPRO LV. %LMBCIMTMMWWMM
mdicated at the discretion of the physician {See CUN PHARMACOLOGY and table betow fot the equrvalent dosing

regumens)
Equhy AUC Dosing R
Cinro Orai Dasage Equivatent Cloro LY. Dogaga
250 mg Tablet q 12 h W0mgLv.q12h
500 mg Tablet g 12 h 400moLV.qi2h

mmrauaqlzn m:noLVq 8h
Impaired Renal Functiorc Cip ; however, the drug s also metabolized
mmmmmmmmwmmmmwmrmmmmmmum
appear to for the reduced renal excrebon in patents with cenal impaimment. Nonetheless, some

modificahon of dosage ts recommended, paricularty for patents with severe renal dyshunchon. The followang table provides
dosage gudetines for use n patients with renal impasment; hawever, montonng of serum drug levels provides the moast
refiable basrs for dosage adpestment

RECOMMENDED STARTING AND MAINTENANCE DOSES

FOR PATIENTS WITH DMPAIRED RENAL FUNCTION

Creatinine Clearance (mi/min) Doze
>50 See Usual Dasage.
30-50 250-500mgqi12h
5-29 250-500mgg18h
Padents on hemodialysrs 250 - 500 mg q 24 h {after dialysss)

or Perttoneal diaysss)
When ondy the serum creabnne concenraton s inown, the folowing formita may be used to eshimate (reatsne clearance.
Men. Creatinme dlearance {mi/min) = Weight (kg x (140 - age)
72 x serum creatine (mg/oL)
Womes 0 85 x the value calcutated for men.
The serum creatinene should represent 2 steady staie of renal funchon

In patents with severe nfections and severs renal impaimment, 2 unit dose of 750 mg may be admunistered t the ntervals
nated above. however, patients should be caretully momtorad and the serum aprofioxacn concentration should be

mmmmmmmmmmmmmm

BeauseMmm'sm:wum:dvuumtyhomapopmofmmn

mnsnmmwmmwmmm or dang

Decmmsmmweﬂcs:mmhbdmmtypuwmonmmmmmnmmmm (Hscnousness

of the event_ (2} frequency of the reporting, of (3) strength of causal connection to the drug.

Aqnznon zonnmocymsxs e:Itm'nmurn anaphylacthc reachons, anosmia, camﬁdum cholesterol elev;:on {serym},
num, D

d penodically. Peak concentrations (1 - 2 hours after dosing) showid geneqally range from 2 to 4 pg/miL

Fmpmmmdwvmmdhmﬁmmhmwmm ad hepatc nsufh Y of
P 30 will pegvide guadance for ad g dasage.
HOW SUPPUIED

CIPRO {ciprofioxacin hydroctilonde) Tablets are avaitable as sound, skghtly yeltowtsh fim-coated tablets contanng
100 mg or 250 mg aprofioxacn. The 100 mg tblet 1s coded with the word “CIPRO” on one side and “100° on the
ms-ﬂ&The250mhbuscadedwmmewom‘CIPRO'onomsmw‘ZSO on the reverse side. CIPRO s

erythema ed eruption,
glucose (Dlood). ancmu ncpmc faityre, hepmc necrosss, hyperesthesia, rrypemma
(od oasuummsm vawda s iy
gravs o .
g or fatal ) phy semm) h

as capsute shaped, sightly yetlowssh film-coated tablets contaming 500 mg or 750 m%owmnoxm
memmwascmmmm‘mmo on one side and “S00” on the reverse side. The 7 tablet s
coded with the word "CIPRO" on ane side and “750" on the reverse side CIPRO 250 mg. 500 mg, and

(scmm) pm\hrurnbm bme prolongation or decrease, pszudomembramus coktis {The onset
colfts symptoms may occus dwng o after antirucrotal treatment.), psychasts (toxc). renal cakul serum scckness
ike reaction Stevens-Johnson syndrome taste loss. tendindis, tendon rupture, toxc epedermal necrolysss, tnglycende
elevgtion {serum). twitthung vagsnal candudasts, and vascutis (See PRECAUTIONS )
Adverse Laboratory Changes: Changes in laboratory parameters hsted as adverse events without regard to drug
relaionshup are hsted below
Hepahic ~ Elevanons of ALT (SGPT) (1.9%) AST (SGOT} (1 7%), akakne phasphatase (0 8%).

LDH {C 4%). serum biliruben (0.3%)

Hematologre - £ (06%). lerkopena (0 4%). d blood platelets (0 1%),
elevated blood platelets (0 1%, pancytoperua {0 1%}

Renal - Elevabons of serum areatnme (1 1%), BUN (OB%Z’OCRYSTALLURU\,
CYLINORURIA. AND HEMATURIA HAVE BEEN RE

Other changes occurming  less than 0 1% of courses were of serum gar k
sefum amylzse reduchon m blood glucose demutummdwwsenhemoalom anemqh!eochﬁanma
mcrease in blood monocytes, leukocyloss.

n botties of 50. 100, and Unit Dase packages of 100 DnlOOmstrummstheorWzsClPRDmus
pack conmainng 6 ablets for use only m female patients with acute uncomphcated cystihs.

Strength NOC Code Tablet identification
Battles of 50: 750mg NOC 0026-8514-50 CIPRO 750
Battles of 100: 200y NDC 0026-8512-51 CIPRO 250
500 mg NOC 0026-8513-51 CIPRO 500
Unt Dose
Package of 10¢ 250 mg NOC 0026851248 CIPRO 250
500 mg NOC 0026-8513-48 CIPRQ 500
750 mg NODC 0026-8514-48 CIPRO 750
Cysutrs
Package of 6: 100 mg NOC 0026-8511-06 CIPRO 100

Stors beiow 30°C (867F),



CIPRQ Oral Suspension s suppbed n 5% and 10% strengths The d drug product 1s Composed of two components
h‘mu:wmmrmmmmmmanm;mmmumm by the phasmacrst. See instructions To
Phammacrst For

Total volume [s] d

Streng e Con u.;"mwwm NOC Code
5% 100 mL 250 mg/S mL 5.000mg 0026-8551-36
10% 100 ml. 500 mg/S mi. 10000 mg 0026-8553-3%6

Microcapsutes and dlisent shoeld be stored below 257C (T7F) and protectad trom treezing.

Reconstituted prodect may be stored below 30°C (B6°F) for 14 dxys Protact bom freezing A teaspoon &5 provided foc
the patent.

ANIMAL PHARMACOLOGY
Cprofiaxacn and other quanolanes have beent Shown 10 cause arthropatfy n rmimatures aremals of most Speces tested.
{See WARNINGS ) of wexght beanng pets was observed v gvende dogs and rats. I young beagles, 100 mg/kg
apeoficxacn, given dady tor 4 weeks. caused degenerative arbcutar changes of the knee st A 30 mo/kg. the effect on
the jont was miemal. in 2 subsequent study i beagles. removal of wesght beanmg from the jont reducerd the lesions tut

mmmpmnm

Cry f y animals dosed with aprofioacn
mmmmnmmmum&mmmmmpmnmnm
unne of test ansmals, in man, aystaluna 5 RE SNCE human unne 15 fypcally aoBC. In thesys MoEys. orystauna
Wmmnmmsmwmnb-nsm After 6 months of mtravenous dosing at
10 , 0 nephropathologcal danges were notedt. however nephropathy was observed after dosing at 20 mgAgAkay
Tor the same duradon.

mmmumwmwmw l\p@m(lSsac)pmdmmuﬂudh@msmmmm
effects are relexse snce they are partally by py

In rhesus monkeys, rzp-dLV mmmmmwmwmwnmmsmwmlm
pronounced

i mmace, ¢ of y drugs such as pheryfbutazone and ndomethacn
mammwmmmummmum

Ocutar toocty sean with some relzted drugs has not been observed ot cproficacn-treated ammals

CLIMICAL STUDIES

Uncompiicatad Cyatitis

Twa doudle-bknd, controfled checal studies of 2cute uncomplicated Cystiis 5 women were pesformed in the US. Al the
Hmmm the cinucal resolutian 13tes o the ficst study, whach compared 100 mg BID for
3 days 1o cprofiaxacn 250 mg BIO for 7 days, were 87% (82/34) and 94%, (81/36), respectively. For £ coft, the
bactenoloQical eradicabon rates lor the first study were 91% (64/70) m the 100 mg regwnen and 97%
67/69) n the oprofiaaon 250 mg regenen. The second s eraiwmmmm%%(nmz{)

the aprofixacn 100 mg regimen and 98% (103/105) for e control regrmen. Pooled eradicabion rates for the

aprofioacn 100 mg treatment amms were 100% (16/16) foe S. saprophyeus.

uuumovw. ANTHRAX ~ ADDTIONAL m“o“
d with 2

The mean serum

have been

vanous human popukabons. peak concentrabon aciweved at steady-state in human adults recenving 500 mg
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To The P #51 For Use/HandAng 01 CIPRO Cral Suspeasion:
CIPRO Oral Suspension 1s suppled In 5% (Sgupmﬂomnnwo mL) and 10% {10 ¢ aprofloxacn n 100 mi)
strengths. The drug product s of two ¢ {mic les and diduent) which must be combmned
pnort 1o dispensing.
One teaspoontul (5 mi) of 5% cprofimacn aral =250 mg of
One leaspoontud (S mL} of 10% cp 0 oral = 500 mq of ap n
Appropnats Dosing Volumes of the Oral Sespensions:
Dose br. 10%
250mg SmL 25 mL
500 mg 10 mt 5 mL
I0mg 15 miL 75 mL
Preparation of the suspension:
1 1. The small battle contars the 2 2 both botties.
- crocapsules, the lage bottie (-1 4
contans the diuent .| Press down acconging to
+ nstructons on the cap whie
éé @ turming to the left.
3 3. Pour the mucrocapsules 4 4. Remove the top layer of the
nto the Qsger bottie - Giuent batte label {to reveat the
of diuent. Do not 2dd water o CIPRO Oral Suspension Labef).
the suspenston. ﬂ:DE Clase the large botiie completely
acconding I the direcvons on
the cap and shake vwgorously for
e about 15 seconds. The
-=Shigpension i ready for use.
CIPRO Orat Susp shoutd nat be through feeding tubes dus to s physical charactaristics.

Instruct the patient o shaie CIPRO Oral Suspension vigorously each time before oe for appruzimately 15 ceconds
a0d not to chew the mkyocapsules.
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Patient Information About:

CIPRO®

{ciprofioxacin hydrochloride) TABLETS

CIPRO®

(ciprofioxacin®) ORAL SUSPENSION

Thes secton contams mmportant pabet sformaton about CIPRO (cprofioxaan hydrochionde) Tablets and CIPRO
{opraficaacn ) Oral Suspension and should be read completely before you began treatment. Thss sechon does not tike the
place of descussion with your doctor or health care professionat about your medicll condiion or your reatment. Thes
sechon does not st il benefits and nsks of CIPRO 1 you have any concems about your candon of your medicne, ask
your doctor Ondy your doctr can aetermune If CIPRO s ngitt for you

Wrat ks CIPRO?

CIPRO s an amibeobc used 1o treat bladder lodney. prostate. cervex. stomach intestine. Ang, sius, bone, and sian infdectons
mwmmmmcmommmumummmwmdmm CIPRO
has been shown n 2 targe numbes of ciirecal trals to be safe and effectrve for the treatment of bacteral slechons.
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CIPRO Tablets are whte to shghtly yedow n color and are availabie » 100 mg. 250 mg. 500 mg and 750 mg

CiPRO Oral Suspension rs while to shghity yellow in color and 1s Jvalable n concentrabons of 250 mg per aspoon (5% )
and 500 mg per teaspoon (10%)

How and whes shosid | take CIPRO?

CIPRO Tabletx:
Ummmmmmm.tlmmummawnwmmmnm:
momug and in the evening CIPRO can be taken with 1ood or on an empty stomach. CIPRQ should not be taien wih darry
products MMO!yooun)ovabum—mMmame,hm CIPRO may be taken with 2 mea) that contass
these pr

YoushoddukeClPﬂO!oraslmuasymrdocluprsmbcslmmuywmmledbew Stoppng an antibeobe too
earty may result n fadure 10 cure your infection. Do not ke 2 double dose of CIPRO even if you mess 2 dosa by mestaka.
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Take CIPRO Oral Suspension in the same way as above. In addon, remember o shake the botde vigorously each kme
betore use for appraimately 15 secands th make sure the suspension 5 moeed well Be sure to swalow the requured
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14 days when stored 1 3 of 3 room has been ay W Susper
should be descarced.

Wha shoai¢ not take CIPRG?

You should not take CIPRO { you fave ever had a severe reachon to any of the group of antibiotcs kngwn as ~quainclones™
CIPRO s not recommended dunng pregnancy of nursing, as the effects of CIPRO on the unbosm chad or nursing
mifant are unknown if you are pregnant or plan to become pregnant while takmg CIPRO tak to your doctor before talang
this medication.

in general, CIPRO 15 nof recommended for persons less than 18 years of age.

‘What are the possible side effects ot CIPRO7?

CIPRO ts generally well tolerated The most common side effects, whech are usually mild, nclude nawsea, danhes, vomiting,
and abdommal parvdiscomtort. if diarvhea persists, call your health care professsonal.

Rase cases of aflergc reactions have been reparted m pabents receiing quinolones, iInckuding CIPRO, even after st one
dose. it you develop hives, ddficulty breattung, or ather symptoms of a severe allerec reaction, seek ¢ treatment
nght away if you devedop a skan rash, you should stop takang CIPRO and call your heaith care pro!
SmmmmmaummmbmmmmummwﬁmmuhmdaﬂnmumMn
tanrng salons. You should avod 0 sunbight or Sight while you are talang CIPRO.
Yoummuwdulam&mmowmuwwmmmaPROsmmm

have been rep N pabents g Be sure to let yout
know f you have 2 tustory of ik Quinok including have been rarely assocated with ather
central nervous System events g fremors. . and
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you should stop taking CIPRO and call your health care professional.

If you notce any side effects not menoned i thes secton, or if you have any concerms about side effects you may be
expenenaing. plezse nform your health care professional.

What aboot sther medications [ am taking?

CIPRO can affect how other medicines work. Tell your doctor about all other prescption and non-prescnpbon
mediCines or supplements you are taking. This 1s espeaatly impostant i you are talang theoptryne. Other medcatons
ncluding wartann, glybunde, and phenytom may aiso mteract with CIPRO.

Many antacds, multvitamns, and other dietary calaum, 110N OF ZINC
anuneﬁenwmmeabsomoonotCIPROamMpmnnmnmrﬁmommmommasm
Videx® (dudangsine) chewable/buffesed tablets or pediatric powder may aiso stop CIPRO from workang. You should
take CIPRQ edther 2 hours before or 6 hours atter talang these products.

What if  have been prescribed CIPRO for possible anthrax exposure?

CIPRO has deen approved to reduce the chance of ing anthrax stection follawing exposure % the anttirax bactera.
In general, CIPRO s not recommended for chddren, however, it is approved for use m patents younger than 18 years
old for anthrax expesure. lryoumpmwmwphnmbcmmpmmmmkmmm you and your doctor
should discuss 1 the benefits of takang CIPRO for anthrax outwesgh the nsks.

CIPRO is generally well tolerated. Side effects that may occur during treatiment to prevent anthrax might be acceptable dus
10 the sencusness of the disease. You and your doctor shoukd discuss the asks of not takang your medicine agamst the
asks of expenenang sude effects.

CIPRO can cause duzzmess, confusion, of other simitar side effects m some people. Theretore,  is Important 1 know how
CIPRQ affects you betore drmang a car or performeng other activiies that require you to be alert and coordnated such as

operatmg mactunery.

Your doctor has CIPRO for you. Do not give & 1o other people. Do not use & for 2 condition for whech @ was.
not prescnbed  You should take your CIPRO tor as long as your doctor prescribes it; stopping CiPRO 00 early may resut
m faiure to prevent anthrax.

Remember:

Do not give CIPRQO to anyone other than the person for whom & was prescibed.

Take your dosa of CIPRO n the mormang and in the evenmyg.

Complete the course of CIPRO even f you are teeling better

Keep CIPRO and all medicanons out of reach of children.

* Does not comply with USP with regards o “loss on dnang” and “residue on gndon”
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LEVAQUIN® (levofloxacin) Tablets

LEVAQUIN® (levofloxacin) Injection

LEVAQUIN® (levofloxacin in 5% dextrose) Injection
DESCRIPTION

LEVAQUIN® (levofloxacin) is a synthetic broad spectrum antibactenal agent for oral and
intravenous administration. Chemically, levofloxacin, a chiral fluorinated carboxyquinolone, is
the pure (-)-(S)-enantiomer of the racemic drug substance ofloxacin. The chemical name is
(-)-(8)-9-fluoro-2,3-dihydro-3-methyl-10-(4-methyl- 1-piperazinyl)-7-oxo-7H-pyrido[ 1,2,3-de]-
1,4-benzoxazine-6-carboxylic acid hemihydrate.
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The chemical structure is: f
Its empirnical formula is CisH29FN304 @ Y2 H,0O and its molecular weight is 370.38. Levofloxacin

is a light yellowish-white to yellow-white crystal or crystalline powder. The molecule exists as a

zwitterion at the pH conditions in the small intestine.

The data demonstrate that from pH 0.6 to 5.8, the solubility of levofloxacin is essentially
constant (approximately 100 mg/mL). Levofloxacin is considered sofuble to freely soluble in this
pH range, as defined by USP nomenclature. Above pH 5.8, the solubility increases rapidly to its
maximum at pH 6.7 (272 mg/mL) and is considered freely soluble in this range. Above pH 6.7,
the solubility decreases and reaches a minimum value (about 50 mg/mL) at a pH of

approximately 6.9.

Levofloxacin has the potential to form stable coordination compounds with many metal ions.
This in vitro chelation potential has the following formation order: Al”*>Cu**>Zn">Mg"'>Ca'%.

LEVAQUIN Tablets are available as film-coated tablets and contain the following inactive

ingredients:

250 mg (as expressed in the anhydrous form): hydroxypropyl methylcellulose, crospovidone,
microcrystalline cellulose, magnesium stearate, polyethylene glycol, titanium dioxide,
polysorbate 80 and synthetic red iron oxide.

———

500 mg (as expressed in the anhydrous form): hydroxypropyl methylcellulose, crospovidone,
microcrystalline cellulose, magnesium stearate, polyethylene glycol, titanium dioxide,
polysorbate 80 and synthetic red and yellow iron oxides.

750 mg (as expressed in the anhydrous form): hydroxypropyl methylcellulose, crospovidone,
microcrystalline cellulose, magnesium stearate, polyethylene glycol, titanium dioxide,



polysorbate 80.

LEVAQUIN Injection in Single-Use Vials is a sterile, preservative-free aqueous solution of
levofloxacin with pH ranging from 3.8 to 5.8. LEVAQUIN Injection in Premix Flexible
Containers is a sterile, preservative-free aqueous solution of levofloxacin with pH ranging from
3.8 to 5.8. The appearance of LEVAQUIN Injection may range from a clear yellow to a
greenish-yellow solution. This does not adversely affect product potef)cy.

LEVAQUIN Injection in Single-Use Vials contains levofloxacin in Water for Injection.
LEVAQUIN Injection in Premix Flexible Containers is a dilute, non-pyrogenic, nearly isotonic
premixed solution that contains levofloxacin in 5% Dextrose (DsW). Solutions of hydrochloric
acid and sodium hydroxide may have been added to adjust the pH.

The flexible container is fabricated from a specially formulated non-plasticized, thermoplastic
copolyester (CR3). The amount of water that can permeate from the container into the overwrap
is insufficient to affect the solution significantly. Solutions in contact with the flexible container
can leach out certain of the container’s chemical components in very small amounts within the
expiration period. The suitability of the container material has been confirmed by tests in
animals according to USP biological tests for plastic containers.

CLINICAL PHARMACOLOGY

The mean +SD pharmacokinetic parameters of levofloxacin determined under single and steady
state conditions following oral (p.o.) or intravenous (i.v.) doses of levofloxacin are summarized
in Table 1.

Absorption

Levofloxacin is rapidly and essentially completely absorbed after oral administration. Peak
plasma concentrations are usually attained one to two hours after oral dosing. The absolute
bioavailability of a 500 mg tablet and a 750 mg tablet of levofloxacin are both approximately
99%, demonstrating complete oral absorption of levofloxacin. Following a single intravenous
dose of levofloxacin to healthy volunteers, the mean +SD peak plasma concentration attained
was 6.2 +1.0 pg/mL after a 500 mg dose infused over 60 minutes and 11.5 £4.0 pg/mL after a
750 mg dose infused over 90 minutes.

Levofloxacin pharmacokinetics are linear and predictable after single and multiple oral /or i.v.
dosing regimens. Steady-state conditions are reached within 48 hours following a 500 mg or
750 mg once-daily dosage regimen. The mean +SD peak and trough plasma concentrations
attained following multiple once-daily oral dosage regimens were approximately 5.7 1.4 and
0.5 £0.2 pg/mlL after the 500 mg doses, and 8.6 £1.9 and 1.1 +0.4 pg/mL after the 750 mg doses,
respectively. The mean +SD peak and trough plasma concentrations attained following multiple



once-daily i.v. regimens were approximately 6.4 0.8 and 0.6 +0.2 pg/mL after the 500 mg
doses, and 12.1 +4.1 and 1.3 +0.71 pg/mL after the 750 mg doses, respectively.

Oral administration of 2 500-mg LEVAQUIN tablet with food slightly prolongs the time to peak
concentration by approximately 1 hour and slightly decreases the peak concentration by
approximately 14%. Therefore, levofloxacin tablets can be administered without regard to food.

The plasma concentration profile of levofloxacin after iv. administration is similar and
comparable in extent of exposure (AUC) to that observed for levofloxacin tablets when equal
doses (mg/mg) are administered. Therefore, the oral and i.v. routes of administration can be

considered interchangeable. (See following chart.)
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Distribution

The mean volume of distribution of levofloxacin generally ranges from 74 to 112 L after single
and multiple 500 mg or 750 mg doses, indicating widespread distribution into body tissues.
Levofloxacin reaches its peak levels in skin tissues and in blister fluid of healthy subjects at
approximately 3 hours after dosing. The skin tissue biopsy to plasma AUC ratio is approximately
2 and the blister fluid to plasma AUC ratio is approximately 1 following multiple once-daily oral
administration of 750 mg and 500 mg levofloxacin, respectively, to healthy subjects.
Levofloxacin also penetrates well into lung tissues. Lung tissue concentrations were generally 2-
to 5- fold higher than plasma concentrations and ranged from approximately 2.4 to 11.3 pg/g



over a 24-hour period after a single 500 mg oral dose.

In vitro, over a clinically relevant range (1 to 10 pg/mL) of serum/plasma levofloxacin
concentrations, levofloxacin is approximately 24 to 38% bound to serum proteins across all
species studied, as determined by the equilibrium dialysis method. Levofloxacin is mainly bound
to serum albumin in humans. Levofloxacin binding to serum proteins is independent of the drug

concentration.

Metabolism

Levofloxacin is stereochemically stable in plasma and urine and does not invert metabolically to
its enantiomer, D-ofloxacin. Levofloxacin undergoes limited metabolism in humans and is
primarily excreted as unchanged drug in the urine. Following oral administration, approximately
87% of an administered dose was recovered as unchanged drug in urine within 48 hours,
whereas less than 4% of the dose was recovered in feces in 72 hours. Less than 5% of an
administered dose was recovered in the urine as the desmethyl and N-oxide metabolites, the only
metabolites identified in humans. These metabolites have little relevant pharmacological

activity.

Excretion

Levofloxacin is excreted largely as unchanged drug in the urine. The mean terminal plasma
elimination half-life of levofloxacin ranges from approximately 6 to 8 hours following single or
multiple doses of levofloxacin given orally or intravenously. The mean apparent total body
clearance and renal clearance range from approximately 144 to 226 mlL/min and 96 to
142 mL/min, respectively. Renal clearance in excess of the glomerular filtration rate suggests
that tubular secretion of levofloxacin occurs in addition to its glomerular filtration. Concomitant
administration of either cimetidine or probenecid results in approximately 24% and 35%
reduction in the levofloxacin renal clearance, respectively, indicating that secretion of
levofloxacin occurs in the renal proximal tubule. No levofloxacin crystals were found in any of
the urine samples freshly collected from subjects receiving levofloxacin.

Special Populations

Geriatric: There are no significant differences in levofloxacin pharmacokinetics between young
and elderly subjects when the subjects’ differences in creatinine clearance are taken into
consideration. Following a 500 mg oral dose of levofloxacin to healthy elderly subjects (66 - 80
years of age), the mean terminal plasma elimination half-life of levofloxacin was about 7.6
hours, as compared to approximately 6 hours in younger adults. The difference was attributable
to the variation in renal function status of the subjects and was not believed to be clinically
significant. Drug absorption appears to be unaffected by age. Levofloxacin dose adjustment

based on age alone is not necessary.



Pediatric: The pharmacokinetics of levofloxacin in pediatric subjects have not been studied.

Gender: There are no significant differences in levofloxacin pharmacokinetics between male
and female subjects when subjects’ differences In creatinine clearance are taken into
consideration. Following a 500 mg oral dose of levofloxacin to healthy male subjects, the mean
terminal plasma elimination half-life of levofloxacin was about 7.5 hours, as compared to
approximately 6.1 hours in female subjects. This difference was attributable to the variation in
renal function status of the male and female subjects and was not believed to be clinically
significant. Drug absorption appears to be unaffected by the gender of the subjects. Dose
adjustment based on gender alone 1s not necessary.

Race: The effect of race on levofloxacin pharmacokinetics was examined through a covariate
analysis performed on data from 72 subjects: 48 white and 24 nonwhite. The apparent total body
clearance and apparent volume of distribution were not affected by the race of the subjects.

Renal insufficiency: Clearance of levofloxacin is substantially reduced and plasma elimination
half-life is substantially prolonged in patients with impaired renal function (creatinine clearance
<50mL/min), requiring dosage adjustment in such patients to avoid accumulation. Neither
hemodialysis nor continuous ambulatory peritoneal dialysis (CAPD) is effective in removal of
levofloxacin from the body, indicating that supplemental doses of levofloxacin are not required
following hemodialysis or CAPD. (See PRECAUTIONS: General and DOSAGE AND
ADMINISTRATION.)

Hepatic insufficiency: Pharmacokinetic studies in hepatically impaired patients have not been
conducted. Due to the limited extent of levofloxacin metabolism, the pharmacokinetics of

levofloxacin are not expected to be affected by hepatic impairment.

Bacterial infection: The pharmacokinetics of levofloxacin in patients with serious community-

acquured bacterial infections are comparable to those observed in healthy subjects.

Drug-drug interactions: The potential for pharmacokinetic drug interactions between
levofloxacin and theophylline, warfarin, cyclosporine, digoxin, probenecid, cimetidine,
sucralfate, and antacids has been evaluated. (See PRECAUTIONS: Drug Interactions.)



Table 1, Mean £SD Levofloxacin PK Parameters

Cau T AUC CL/F! Vd/F? tin CLs
Regimen (uy/mL) ) (ugeh/mL) {mL/mln) L) Q) {mL/min)
Single dose
250 mg p.o} 28+£04 1610 272£39 156 £ 20 ND 7.3£09 142 %21
500 mg p.o.* 51£08 13£06 47.9+638 178 + 28 ND 63£0.6 103+ 30
500 mg i.v.! 62x£1.0 10201 48.3x54 175x20 901t 64x07 112£25
750 mgp‘ol” 93%1.6 16208 101 =20 129£24 83x17 7509 ND
750 mg iv.} ﬂ 11.514.0 ND 110 240 126 39 75+ 13 75%1.6 ND
Multiple dose
500 mg q24h po. 57414 1104 475£6.7 175 £ 25 102£22 76£16 116 £ 31
500 mg q24h I.v.2 6408 ND 546 1i.1 158 £29 9l %12 70£08 99 £ 28
500 mg or 250 mg q24h i.v., patients 8.7£4.07 ND 725512 154£72 111 £58 ND ND
with bacterial infection®
750 mg q24h p.o.* 86%19 1405 90.7%17.6 143£29 100 £ 16 88z 1.5 116+ 28
750 mg q24hi.v. 120 +4.14 ND 108 £ 34 12637 8027 7919 ND
500 mg p.o. single dose, effects of gender and age:
Male! 55x1.1 1.2£04 544189 166 £ 44 89+ 13 75%2.4 126 £38
Female’ 70%1.6 1.7£0.5 67.7+£24.2 136+ 44 62+ 16 6.1 0.8 106 + 40
Young" 55210 15206 47598 18235 83x 18 60109 140 £ 33
Elderly"! 7.0%£1.6 14%05 747+£233 121 £33 67x19 76%20 91£29
500 mg p.o. single dose, patients with renal insufficiency:
CLcr 50-80 mL/min 75+ 1.8 1.5£0.5 9561118 8810 ND 9.1£09 578
ClLcr 20-49 mL/min 71&3.1 21x13 1821626 5119 ND 27210 2613
CLcr <20 ml/min 82+£2.6 1.1£1.0 263.5272.5 338 ND 55 13£3
Hemodialysis 57+1.0 28422 ND ND ND 76 £ 42 ND
CAPD 69423 141.1 ND ND ND 51424 ND




! clearance/bioavailability

? yolume of distribution/bioavailability

> healthy males 1853 years of age

* 60 min infusion for 250 mg and 500 mg doses, 90 min infusion for 750 mg dose

* healthy male and female subjects 18-54 years of age

¢ 500 mg q48h for patients with moderate renal impairment (CLcy 20-50 mL/min) and infections of the respiratory tract or skin
" dose-normalized values (10 500 mg dose), estimated by population pharmacokinetic modeling
¥ healthy males 22-75 years of ege

* healthy females 18-80 years of age

'* young healthy male and female subjects 18-36 years of age

"' healthy elderly male and female subjects 66-80 years of age

* Absolute bioavailability; F = 0,99 £ 0.08 from a 500-mg tablet and F = 0.99 £ 0,06 from a 750-mg tablet ; ND = not determined,



MICROBIOLOGY

Levofloxacin is the L-isomer of the racemate, ofloxacin, a quinolone antimicrobial agent. The
antibacterial activity of ofloxacin resides primarily in the L-isomer. The mechanism of action of
levofloxacin and other fluoroquinolone antimicrobials involves inhibition of bacterial
topoisomerase IV and DNA gyrase (both of which are type H topoisomerases), enzymes required
for DNA replication, transcription, repair and recombination.

Levofloxacin has in vitro activity against a wide range of gram-negative and gram-positive
microorganisms. Levofloxacin is often bactericidal at concentrations equal to or slightly greater

than inhibitory concentrations.

Fluoroquinolones, including levofloxacin, differ in chemical structure and mode of action from
aminoglycosides, macrolides and (-lactam antibiotics, including penicillins. Fluoroquinolones

may, therefore, be active against bacteria resistant to these antimicrobials.

Resistance to levofloxacin due to spontaneous mutation in vitro is a rare occurrence (range: 10”
to 10™'%). Although cross-resistance has been observed between levofloxacin and some other
fluoroquinolones, some microorganisms resistant to other fluoroquinolones may be susceptible

to levofloxacin.

Levofloxacin has been shown to be active against most strains of the following microorganisms
both in vitro and in clinical infections as described in the INDICATIONS AND USAGE

section:

Aerobic gram-positive microorganisms

Enterococcus faecalis (many strains are only moderately susceptible)

Staphylococcus aureus (methicillin-susceptible strains)

Staphylococcus saprophyticus
Streptococcus pneumnoniae (including penicillin-resistant strains*)
Streptococcus pyogenes

*Note: penicillin-resistant S. pneumoniae are those strains with a penicillin MIC value of —

2 pg/mlL



Aerobic gram-negative microorganisms
Enterobacter cloacae

Escherichia coli

Haemophilus influenzae

Haemophilus parainfluenzae

Klebsiella pneumoniae

Legionella pneumophila

Moraxella catarrhalis

Proteus mirabilis

Pseudomonas aeruginosa

Serratia marcescens

As with other drugs in this class, some strains of Pseudomonas aeruginosa may develop

resistance fairly rapidly during treatment with levofloxacin.

Other microorganisms
Chlam